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DETAILED ACTION 



Applicant's election of Group I in the reply filed on 1/08/08 is acknowledged. 
Because applicant did not distinctly and specifically point out the supposed errors in the 
restriction requirement, the election has been treated as an election without traverse 
(MPEP§ 818.03(a)). 

Claims 15-20 are withdrawn from further consideration pursuant to 37 CFR 
1 .142(b) as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. Election was made without traverse in the reply filed on 1/08/09. 

It is noted that applicant indicates that claim 3 appears to have been 
inadvertently excluded from the restriction requirement. Claim 3 was canceled in the 
preliminary amendment filed on 10/19/04. Also it is indicated in the election that non- 
elected claims have been canceled. There is, however, no amendment of record with 
the response filed 1/08/08 and the nonelected claims are therefore withdrawn. 



The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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Claims 1, 2, 4, 5, and 11 rejected under 35 U.S.C. 102(b) as being anticipated by 
Hatakeyama et al [Front. Sci. Ser. Vol. 29 :1 73-1 74, 2000 , cited by applicant on form 
1449, filed 4/19/02]. 

Hatakeyama et al disclose 24mer phosphorothioate antisense oligonucleotides 
complementary to the 5' region of 1 1 3-Hydroxysteroid Dehydrogenase [1 1 B-HSD ] 
mRNA isoforms 1 and 2 containing their respective start codons. 

Claims 1, 2, 4, 5, 11, 12, and 14 are rejected under 35 U.S.C. 102(a) as being 
anticipated by Souness et al [Steroids Vol. 67 (3-4):1 95-201 , 2002, cited by applicant on 
form 1449, filed 4/19/02]. 

Souness et al disclose a phosphorothioate antisense oligomer targeted to a 20 
bp sequence spanning the ribosome binding/translation initiation start site of 1 1 B-HSD1 
(see page 196, column 1 bottom of page, for example). It is disclosed that the 
oligonucleotides were included in a composition of oligonucleotide and sterile water bat 
page 196, for example (see column 2top of page). 

Claims 1, 2, and 4-14 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Souness et al., Hatakeyama et al., Bennett et al. [US 5,998,148], and Baracchini et 
al. [5,801,154]. 
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The claimed invention is drawn to antisense oligomers targeted to specified 
regions of 1 1 BHSD 1 that are 8-80 nucleobases in length that may contain various 
specified/recited modifications and compositions comprising such oligomers. 

Souness et al has taught phosphorothioate antisense targeting the 5' region 
containing the start codon of 1 1 BHSD1 mRNA. Souness used antisense strategy to 
examine biological properties of 1 1 BHSD1 as well as 1 1 BHSD2. The Disclosure of 
Souness et al shows the importance of 1 1 BHSD1 in vascular contraction. It is asserted 
at page 200 that further antisense experiments will be performed to make further 
determination of other biological functions/properties of 1 1 BHSD1 . 

Hatakeyama et al used phosphorothioate antisense oligonucleotides targeted to 
the 5' region of 1 1 BHSD1 containing the start codon to determine the function of 
1 1 BHSD1 in vasculature and assert that 1 1 BHSD1 has function in regulating blood 
pressure and vascular tone. 

The prior art above does not specifically disclose the recited regions or specific 
modifications or composition constituents recited in the claims. The prior art cited below, 
however shows that these recited limitations were well known and routinely used in the 
art at the time of the instant invention. 

Bennett et al have taught general targeting guidelines at columns 3-4, for 
example. It has been taught to target 5'untranslated regions, start codons, coding 
regions, and 3'untranslated regions of a desired target, for example. It has been taught 
in column 5, for example, that antisense compounds are commonly used as research 
reagents and diagnostics, for example. At column 5 it has been taught that antisense 
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oligonucleotides 8-30 nucleotides in length are particularly preferred. At columns 6-7 it 
has been taught preferred antisense oligonucleotides contain modified internucleoside 
linkages including phosphorothioate linkages, for example. At columns 7-8 it has been 
taught that preferred antisense oligonucleotides comprise modified sugar moieties 
including2'-0-methoxyethyl. It has also been taught to modify nucleobases in antisense 
oligonucleotides at column 8-9 which includes the teaching of 5-methyl cytosine and at 
column 10 it has been taught chimeric antisense oligonucleotides. All of the above 
referred to modification are known in the art to provide beneficial attributes to antisense 
oligonucleotides such as increased hybridization and nuclease protection, for example. 
At columns 10-24, for example it has been taught numerous "carriers" for antisense 
oligonucleotides. In table I it has been taught the successful targeting of those regions 
taught in columns 3-4 with chimeric phosphorothioate oligonucleotides having 2'-MOE 
(a 2'-0-methoxyethyl modification). 

Baracchini et al have taught, at column6 for example, that antisense 
oligonucleotides can be used for research purposes and have also taught at column 6 
that antisense oligonucleotides can be modified in their sugars, backbone linkages and 
nucleobases and that such modifications are desirable in antisense since these 
modifications have desirable properties such as, for example, enhanced cellular uptake, 
enhanced affinity for nucleic acid targets and increases stability in the presence of 
nucleases. Baracchini et al provide specific examples of such modifications at columns 
6-8 and in Example 1, for example. These specific examples taught by Baracchini et al 
include phosphorothioate linkages, 2'-0-methoxyethyl sugars, 5-methylcytosine and 
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chimeric oligonucleotides, for example. Tables 1-4 show the successful design and use 
of modified oligonucleotides in cells in culture, for example. Table I therefore reflects the 
successful practice of general antisense design taught at columns 8-10, for example. At 
column 4 it has been taught various carriers for antisense delivery. It has been taught at 
column 8 that antisense are preferably 8 to 30 nucleotides and that it is more preferable 
to make antisense oligonucleotides that are 12 to 25 nucleotides in length, for example. 

Based on the teachings of the prior art as a whole it is clear that it would be 
obvious to make modified antisense oligonucleotides as claimed in the instant claims 
since the prior art has specifically shown the making of specific modified antisense to 
1 1 6HSD1 asserted that more antisense experimentation of 1 1 pHSD is desirable and 
the prior art has also shown to target the recited regions of a target gene and also to 
use the specific and recited modifications for the benefits as taught in the art references, 
for example. The art has shown that there is a motivation to make antisense to 
1 1BHSD1 and has also shown that the specified target regions were routinely shown in 
the art to be desirable target regions and that the specified modification and formulation 
are all desirable for various reasons in the application of antisense technology. The prior 
art has also clearly shown that one in the art would have at the very least a reasonable 
expectation in making the claimed invention. 

The invention as a whole would therefor have been prima facie obvious to 
one in the art at the time the invention was made. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sean R. McGarry whose telephone number is (571) 

272- 0761 . The examiner can normally be reached on M-Th (6:00-4:30). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, J. Douglas Schultz can be reached on (571) 272-0763. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 

273- 8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Sean R McGarry 
Primary Examiner 
Art Unit 1635 

/Sean R McGarry/ 

Primary Examiner, Art Unit 1635 



